. Based on this data we suggest RsrR plays a primary role in regulating 127 NAD(P)H metabolism and possibly senses redox poise in the cell. Intriguingly, however, 128 dRNA-seq (expression data for the regulon is available in File S1.5 and TSS data in S3.6-9)
129
(dRNA-seq accession number -TBC) suggests only a single class 1 targets is induced in an 130 rsrR mutant and that is the divergent gene nmrA. This is probably because the other genes are 131 subject to more complex regulation from multiple transcription factors. The The copyright holder for this preprint (which was not .
with an 11-3-11 bp inverted repeat. The fact that class 1 target genes are involved in either 264 signal transduction and / or NAD(P)H metabolism also points to a link with redox poise and 265 recycling of NAD(P)H to NAD(P). The >600 class 2 target genes likely bind to a full site 266 sequence based on our EMSA results however 1 half of the site is less conserved resulting in 267 MEME artificially reporting half site sequences. In addition to the genes involved directly in The copyright holder for this preprint (which was not . http://dx.doi.org/10.1101/050989 doi: bioRxiv preprint first posted online Apr. 29, 2016;  bacteria but is missing from most actinomycetes, with the exception of Streptomyces species 289 where it was first characterised (19). The reverse is true of NmrA and RsrR, which are both 
Materials and Methods
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Bacterial strains, plasmids, oligonucleotides and growth conditions. Bacterial strains and 302 plasmids are listed in Table S6 and oligonucleotides are listed in Table S7 . For ChIP-seq by PCR using primers JM0111 and JM0112. Antibiotic marked, double crossover 310 exconjugants, were identified as previously described and confirmed once more with JM0111 311 and JM0112.
312
The 3x Flag tag copy of rsrR was synthesized by genescript (sequence is available in 313 peer-reviewed) is the author/funder. All rights reserved. No reuse allowed without permission.
The copyright holder for this preprint (which was not . http://dx.doi.org/10.1101/050989 doi: bioRxiv preprint first posted online Apr. 29, 2016;  Supplementary File S6) and subcloned into pMS82 using HindIII/KpnI and confirmed by 314 PCR using primers JM0113 and JM0114. Crude lysate was centrifuged at 13,000 rpm for 15 minutes at 4°C to clear the sample of cell 336 debris. M2 affinity beads (Sigma-Aldrich #A2220) were prepared by washing in ½IP buffer 337 peer-reviewed) is the author/funder. All rights reserved. No reuse allowed without permission.
The copyright holder for this preprint (which was not . http://dx.doi.org/10.1101/050989 doi: bioRxiv preprint first posted online Apr. 29, 2016;  following manufacturers instructions. The cleared lysate was incubated with 40 µl of washed 29, 2016; added directly to the liquid N 2 and thoroughly crushed using the mortar leaving a fine powder 363 of mycelium. Grindings were transferred to a pre-cooled 50 ml Falcon tube and stored on dry 364 ice. Directly to the tube, 2 ml of TRI reagent (Sigma) was added to the grindings and mixed. UV-visible absorbance measurements were performed using a Jasco V500 spectrometer, and 416 CD spectra were measured with a Jasco J810 spectropolarimeter. EPR measurements were 417 performed at 10 K using a Bruker EMX EPR spectrometer (X-band) equipped with a liquid venezualae chromosome were PCR amplified using S. venezualae genomic DNA with 5' 6-433 FAM modified primers (Table S4 ). The PCR products were extracted and purified using a The copyright holder for this preprint (which was not . http://dx.doi.org/10.1101/050989 doi: bioRxiv preprint first posted online Apr. 29, 2016;  were quantitated using a nanodrop ND2000c. The molecular weights of the double stranded 7.52. Briefly, 1 µL of DNA was titrated with varying aliquots of RsrR. 2 µL of loading dye 439 (containing 0.01% (w/v) bromophenol blue), was added and the reaction mixtures were 440 immediately separated at 30 mA on a 5% (w/v) polyacrylamide gel in 1 X TBE (89 mM 441 Tris,89 mM boric acid, 2 mM EDTA), using a Mini Protean III system (Bio-Rad). Gels were 442 visualized (excitation, 488 nm; emission, 530 nm) on a molecular imager FX Pro (Bio-Rad).
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Polyacrylamide gels were pre-run at 30 mA for X min prior to use. and 2 web logos generated following MEME analysis of the ChIP-seq data. peer-reviewed) is the author/funder. All rights reserved. No reuse allowed without permission.
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